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TsHo'teL STATUTORY PERiOD FOR REPLY » SET TO EXPIRE MONTH(S) FROM 
THE MAILING DATE OF ™IS COMWNICATON.^^ 

In no event, however, may a reply be timely filed 

" «L I patent term adjustment. See 37 CFR 1.704(b). 

Status 

Dig Responsive to communication® filed on 07 June 2002 . 
„ „ C1MA , 2bO This action is non-final. 

Disposition of Claims 

4) B Claim(s) 2 and 4-7 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) Q Claim(s) is/are allowed. 

6) E) Claim(s) 2 and 4-7 is/are rejected. 

7) Q Claim(s) is/are objected to. 

8) Q claim(s) are subject to restriction and/or election requirement. 

Application Papers 

£»□ The specification is objected to by the Examiner. 

1 C D The drawls) filed on _ is/are: a)D accepted or b) D objected to by the Exam.ne, 

Applicant may not request that any objection to the drawing(s) be he.d ,n abeyance. See 37 CFR 1 , 85(a). 
Applicant may not r H , aDDrov ed b)D disapproved by the Examiner. 

1 1) D The proposed drawing correction filed on is. a)U approvea d;u w 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 1 1 9 and 1 20 

13 "o Ac—gmen, » made of a Cairn ,or ,orei 9 n pHo*y under 35 U.S.C. , 11 WHO »r «• 

a)D All b)U Some*c)D None of: 

1 □ Certified copies of the priority documents have been received. 
2.D Certified copies of the priority documents have been received in Application No. 

rpr.fiived in th 



14) D Acknowledgment is made of a claim for domest.c pnonty under 35 U.S.C. § 119(e) (to P 

a) □ The translation of the foreign language provisional apphcafion has been receded 

15 ) D Acknowledgment is made of a daim for domestic prionty under 35 U.S.C. §§ 120 and/or 

Attachment(s) 

1) M Notice of References Cited (PTO-892) 

2 □ Notice of Draftsperson's Patent Drawing Review (PTO-948 

3 S Information Disclosure Statement(s) (PTO-1449) Paper No(s) 8 . 
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Art Unit: 1644 

DETAILED ACTION 



2. 



1 Claims 2 and 4-7 are pending. 

The reference B2 on PTO 1449 filed 6/25/02 has been crossed out because said reference has 
been cited in previous Office Action. 

Claims 4 and 7 are objected to because they depend on canceled claim 1 . 
The following new grounds of rej ections are necessitated by the amendment filed 6/7/02. 



5. 



6. 



7. 



The followmg is a quotation of the appropriate paragraphs of 35 U.S.C. 103(a) that form the basis 
for the rejections under this section made in this Office Action: 
A person shall be entitled to a patent unless: 

section 102 of this title, if the differences between '° ^ ^ ^ tt a person 

manner in which the invention was made. 

An inadvertent typographical error for WO 99/45524 (Sept 1999; PTO 892) in the previous 
Office Action has been noted; the corrected publication should have been WO 99/48524. 

Chums 2 5 and 7 are rejected under 35 U.S.C. 103(a) as being unpatentable over WO 99/48524 
publication (of record, Sept 1999, PTO 892) in view of Garderet et al (Transplantatton 67(1): 
124-30; Jan 1999; PTO 892). 

The WO 99/48524 publication teaches a method to decrease graft rejection by inducing T 
cell tolerance ex vivo. The reference method compnses isolating peripheral mononuclear blood 
cells (PMBCs) from a donor and a recipient, mixing irradiated donor and recipient PMBCs ex 
vivo (See page 1 8, lines 10-16, See claims of W099/48524, in particular), treating the reference 
PMBCs with a regulatory composition such as TGF-(5 (See page 7, line 1-2, page 13, fane 8-9, 
page 14 fane 2-7, in particular). After expanding said cells in culture, the reference cells are 
Weed to the recipient (See page 24, lines 1-3, see claim 5 of W099/48524, in particular) 
The reference method further enriched for CD8+ T cells (See page 12, lines 22-23, n particular). 
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The W0 99/48 5 24pubUca ti o«.e a ches* e me dl odfo Im d»dn g Tce 1 l«ol 6 rance.usefc,fo, 

suppressrng Graft versus Hos, Drsease (GVHD) m patients (See Abstract, ,„ partrc* , 
Uedairaed — as recited in c lal m 2 drffers from the reference on.y by *e 

tt eating said PBVC cells w* a regulatory compost compnsmg TGF-0 and rrradrated 

depleted mononuclear cells from donor. 

Garderet^/^chanr^dofdepWngaiioreactive^nocytesofdoorftora 

penphera. Wood mononuclear ceU preparation to reduce graft versus host drse.se (graft 
JL> * reference method compnses seating PMBC celis wrth irradrated penpher* bfcod 
2Z lear ceU from recipient and e^and sard ceU .n culture (See abstia* . ^ ^ 
ZL tadrer caches selective enrrchmen, of CD4 + T ceUs and depletron of host spec* 
I ^D4 + T ce.1. T* advance of the reference method inhrbris hos, specie cyio^ 

eaoacitv to produce graft-versus host disease (See Abstract in particular). 

— »^»^«i-^*^' , ^ ta *' ,edl,,,, *™" , t 

xU ending sard PMBC <* foi.ow.ng meatmen, and introduce sard tre*ed PMBCcells 

■ ction bv treating PMBCs with rrradiated T ceU depleted mononuclear cell PMBC from 

sin-*-*.— — "rrT- 

rrlary s,.,, in tire art would have had a reasonable of success m produong tire clamre* 

Illona, cells from donor and recipient irmibits host specific cytotoxic activty and allows 
Zl .n*.,on (reconstitittion) of T cells after anografts with a reduced capacty to produ» 

mid for mducng T cel. tolerance , useftr, for suppressing Graft versns Host Drsease (GVHD) 
in patients (See Abstract, in particular). 
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8. 



CVaim 4. s rejected nnder 35 U.S.C. 1 ( ' taatlon6 7 0 ) ; ,24-30; Jan 

10 + 1 qqq pto in view of Cjaraeret ei ui y ^ r 
(ofrecord, Sept 1999, PTO 892) m inview ofBomg eta l (of record, 

199 9;PT0 892) a sap P liedtocla^2,5and7andturm 

ScandJ— ol^ 
Cyto k ineNetwor k 9(3): 169; 1998;PTO 1449). 

The teachings of WO 99/48524 publication and Garderet 

supra - , • , 4 differs from the references only by the 

The claimed invention as recited in claim 4 differs from ine 

. 1 dfonnducingarecipienfscells to decrease graft rejection farther 
recitationthatthemethodforinducingare P fTT9andIL . 15 

i ^ from the group consisting of IL-2 and il i -> • 
comprises cytokine selected from the gro p & 
; + r-ii n is has some functional similarities to lb zsmcc j 
Bomgetal teach IL-15 has some naraara ph in particular) and 

— *— — £Zt~jl*«.* 

t»eP™ fIL " 15M ™ ^ ^^^^ 

a lone(Seepage615 > Figs2Cand2E,Fig3,lab 

audition ofTGF-P to ,L-2 or !L-15 cuhure reduces the numb ' ™^ cD8+ 
+/+ cells by 50% and reduces cyto, lasm,c interfe—nulation equally 

cells (See Table 1, in particular). F as/Aoo-1 apoptosis whereas 

Doorus e, at teach IL-2 pretteatment sensitizes T cells for Fas/Apo 

. j T rail anerev (See abstract, in particular). 
IL-15 pretreatment induces T cell anergy \ skill in the art at the time the 

invention was made to combine 1L as 
th,vl nf inducing T cell tolerance (anergy) ex vivo to decrease gran j 

* e claimed invention. ^ ^ ^ Bcmig „ 

One having ordinary skill in the art wou .u.„„ m berofIFN-T/CD4 
tw .p«,.d IL-15 or IL-2 further reduces the number oruriT' 
rfteachthatacombinationofTGF-PandlLlSo .^^.^ulation equally in 

CD4+ and C D8+ cells (See Tab, 1, * particular) "aid ° ^ ^ 
roleranceorftelackdrereofsuchasanti-tiunoractiv^y. Dooms e,a, teach 
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u „ tt i ^ r^rptreatment induces T cell anergy (See 
sensitizes T cells for Fas/Apo-1 apoptosis whereas IL-15 pretreatment mau 

abstract, in particular). 



9. 



(of .cord, Sep. 1999, PTO 892) in view of Gardere, m al (Transplantation 67(1 : V 4-30, Jan 
1999 . PTO 892) as applied to etas 2, 5 and 7 and further in view of Early e, at (Cun Exp 
Jmmuno. 1 ,6(3): 527-33, June 1999; PTO 892), Heirger .al (Blood 90(2): 850-57, My ,997; 
PTO 892) and Chen et al (1 Immunology 161; 909-918, 1998; PTO 892). 

The teachiugs of WO 99/48524 publication and Gardere, « al have been drscussed supra. 
The claimed invention as reated m claim 6 differs from the references ordy by the 
recrtationthat the method for mducing a reciprent's ce»s to decrease graft reaction wherem sard 
CD4+ cells are enriched for naive CD4+T cells. 

Early e, al teachamethod of enriching for naive CD4 + Tcells for reducrngtherncrdence 
ofgraftversus host disease (See abstract in particular). The reference shows that CD4 + 
CD45RA + na.ve T cells from human cord blood can transform more qtuckly man tar aduU 
counterpart into functionally equivalent CD4+CD45RO+ (memory) T cells. 

Hertger e, al teach CD45 isotype has been linked to different cell functions such as 
CD4 + /CD45RA + (naive) T cells acting as suppressor/Mucer cells whereas CD4+/CD45RO+ 
(memory) T cells acting as helper/inducer cells (See page 850, column 1, in particular)^ 

Chen e, al teach CD45 specific T cell plays a role in graft versus host disease (See entire 
document, page 912, column 1, in particular). 

Wore,,, would have been obvious to one of ordinary sldU ,n tire artatme time the 
mvention was m ade to enrich CD 4 + CD45RA+ na!ve T cells as taught by Early a/, Hettger M 
„, and Chene^to decrease graft rejection by tieatiug said cel k ex wo whhTGFp as tirugh, by 
the WO 99/48524 publication and irradiated T cell depleted mononuclear cell PMBC ftom donor 
as taught by Gardere. e, al for a method of decreasing graft rejection as taught by the WO 
99/48524 pubheation and Gardere, « al. From tire combined teachings of the references, « rs 

the claimed invention. 

One having ordmary skill ,n me art a, the time the invention was made would have been 

hos, disease (See entire document, page 912, colunu, 1 , m particular). Heitger e, rrfteach CD45 
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, s o W e has been linked «o different ceU — such as CD4 + /CD45RA + (naive) T ceUs acting 

cells (See page 850, column 1, in particular). Early era/ teach enriching for naive CD4+ T cells 
could reducing me incidence of graft versus host disease (Sec abstract, in particular). 



10. No claim is allowed. 



11. 



12. 



Applicant's amendment necessitated the new ground(s) of rejection presented intbs Office 
ali. Accordingly, THIS ACTION IS MADE FINAL. See MPEP » 706.07(a). AppUcanfs 
remindedoftheextensionoftimepolic y assetfo fl hin37CFR1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of tins action. In the event a first reply is filed wttiiin TWO 
MONTHS of the mailing date of this final action and the advisory action ,s not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shorten* statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant* 37 
CFR1 136(a) will be calculated ftom the mailing date of the advisory action. Innoevent, 
however, will the statutory penod for reply expire later than SIX MONTHS ftom the date of this 
final action. 

Any in,uiry concerning** —cationor earlier commumcations ftom the examiner should 
be Lected to W Phuong Huynh whose telephone number is (703) 308-4844. The examiner 
can normally be reached Monday through Fnday ftom 9:00 an to 6:00 p.m. A message may be 
left on the examiner's voice mail service. If attempts to reach the examiner by telephone ^are 
unsuccessful, the examiner's supervisor, Christina Chan canbe reached on (703) 308-3^ Any 
inuuiry of a general native or relating to tire stati, of this application should be directed to the 
Technology Center 1600 receptionist whose telephone number is (703) 308-0196. 



t t 

w Page 7 

Application/Control Number: 09/833,526 

Art Unit: 1644 

taC ^ Mal . .. Uef^ngof sucpape^us.confonn.oa.enoucepu^d.n* Offioa, 
oJL. >096 OG30 <~ 15, !9S9). Tl. CM. taC—k,*™— «- <™> 

305-7401. 



PhuongN. Huynh, Ph D. 
Patent Examiner . 
Technology Center 1600 
August 26, 2002 
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